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DETAILED OFFICE ACTION 

Applicant's amendment filed on 19 July 2006 is acknowledged and entered. Following 
the amendment, claims 3-5, 7, 8, 11, 14 and 16 are amended. 

Currently, claims 3-9, 1 1, 14 and 16 are pending and under consideration. 

Withdrawal of Objections and Rejections: 

The rejection of claims 3-6, 14 and 16 under 35 U.S. C. 112, second paragraph, as being 
indefinite is withdrawn in view of applicant's amendment and argument. 

New Matter Rejection: 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact tenns as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode. contemplated by the inventor of carrying out his invention. 

Claims 3-6, 11, 14 and 16 remain rejected under 35 U.S.C. 112, first paragraph, as 
containing subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
appUcation was filed, had possession of the claimed invention, for the reasons of record set forth 
in the last Office Action mailed on 24 January 2006, at pages 3-4. 

Applicants argument filed on 19 July 2006 has been fully conisidered, but is not deemed 
persuasive for reasons below. 

At pages 11-12 of the response, the apphcant argues that the specification discloses an 
amino acid sequence of SEQ ID NO: 2 in which one or more amino acids are replaced, added or 
deleted, indicating that these sequences have less than 100% homology to SEQ ID N0:2, which 
are easily obtainable, that mouse IL-18 has 91.9% homology to rat IL-18 while the homologies 
with bovine IL-18 remain less than 70%, and the recitation of "at least 90% homologous" does 
not include bovine IL-18, and that the present invention is a pioneer invention and is believed to 
deserve wider protection. This argument is not persuasive because, once again, the issue is not 
whether making a variant of a molecule is routine, or whether there are other IL-18 sharing more or 
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less than 90% homology to SEQ ID N0:2, rather, the issue is that the recited limitation "at least 
90% homologous to" represents a specific scope, which is not described in the specification as 
originally filed, and cannot be predicted or anticipated from the general disclosure of "variants" 
having one or more amino acids are replaced, added or deleted. 

With respect to "pioneer invention", there is no law or rule indicating that a pioneer 
discovery would be entitled to lower patent standard or requirement. MPEP indicates that under 
37 CFR 1.121, (f), no amendment may introduce new matter into the disclosure of an 
apphcation, and that if the new matter has been entered into the claims or affects the scope of the 
claims, the claims affected should be rejected under 35 U. S.C.I 12, first paragraph, because the 
new matter is not described in the apphcation as originally filed (MPEP 608.04), 

Rejections under 35 U.S.C 112: 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 1 1 remains rejected under 35 U.S. C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which apphcant regards as 
the invention, for the reasons of record set forth in the last Office Action mailed on 24 January 
2006, at page 4, and for the reasons below. 

The newly amended part (6) of the claim recites "binds to a monoclonal antibody specific 
to an ... protein having ... SEQ ID N0:2 or having an amino acid sequence which is at least 
90% homologous to ... SEQ ID N0:2'\ which still reads on a sequence variant of SEQ ID N0:2. 
A monoclonal antibody to such a variant may or may not be SEQ ID N0:2 specific, and 
therefore, it does not help to define the structure of the claimed protein. 

The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such fiiU, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of canTing out his invention. 
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Claims 3-6, 11, 14 and 16 remain rejected under 35 U.S.C. 112, first paragraph, because 
the specification, while being enabling for claims limited in scope to the IGIF of SEQ ID N0:2, 
and a specific variant of said protein, which has an amino acid sequence of SEQ ID: 2 where 
residue 70 is methionine or threonine, does not reasonably provide enablement for with claims to 
a variant having physicochemical and functional properties Usted in parts (1) to (4) of claim 3, 
and having the amino acid sequence at least 90% homologous to SEQ ID: 2 (claims 3 and 16, for 
example), reacting with a mAb specific to a variant at least 90% homologous to SEQ ID: 2 (claim 
11, for example), or a hybridization variant having the amino acid sequence at least 90% 
homologous to SEQ ID:2 (claim 14, for example), while substantially having the biological 
activity of (3). The specification does not enable any person skilled in the art to which it pertains, 
or with which it is most nearly connected, to make the invention commensurate in scope with 
these claims, for the reasons set forth in the previous Office Actions. 

Although several species of IL-18 have been isolated by now. However, at the time the 
invention was filed, only mouse IL-18 of SEQ ID NO: 2 was known, and the specification does 
not disclose any correlation between the sequence structure and functional activity of the protein. 
Further, the specification does not provide any guidance or working example as to how to make 
the encompassed variants. Therefore, undue experimentation would be required of the skilled 
artisan to make the claimed invention in its full scope. 

Claims 3-6, 11,14 and 16 remain further rejected under 35 U.S.C. 1 12, first paragraph, as 
containing subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
application was filed, had possession of the claimed invention, for the reasons of record set forth 
in the previous Office Actions. 

Rejections Over Prior Art: 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent xmless - 
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(b) the invention was patented or described in a printed publication in this or a foreign country or in pubHc use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 3-9, 1 1, 14 and 16 remain rejected under 35 U.S.C. 102(b) as being anticipated by 
Nakamura et ah {Infect. Immun. 61: 64-70, 1993), for the reasons set forth in the previous Office 
Actions, paper Nos. 4, 7 and 13, and the Office Actions mailed on 9/9/04, 6/3/05, and 1/24/06. 

Applicants argument filed on 19 July 2006 has been fully considered, but is not deemed 
persuasive for reasons below. 

At pages 15-19 of the response, the appUcant mainly repeats the same arguments as 
previous ones, such as the differences between the prior art "factor" and the presently claimed 
protein in source of isolation, MW, activity when treated with SDS-PAGE, purity, specific 
activity after purification. These arguments have been repeatedly addressed in detail in the 
previous Office Actions, and they are not persuasive for the reasons of record. Further, as 
indicated in the previous Office Actions (mailed on 7/3/01 and 3/21/03, for example), the post 
filing date publication by Okamura (from the same group) et al. {Infection and Immunity, 1995, 
63(10):3966-72) discloses a purified murine IGIF from the liver with the same physiochemical 
and biological properties as the claimed IGIF, and further indicates that the same molecule was 
also demonstrated in the serum factor that was previously reported (by Nakamura) to have an 
apparent molecular mass of 75 kDa by gel filtration (and 50-55 kDa on SDS-PAGE). Moreover, 
Okamura demonstrates that the molecular mass of 75 kDa IGIF was reduced to 19 kDa on 0. 1% 
SDS-PAGE in the presence of DTT, and the N-terminal amino acid sequence is the same as that 
of IGIF from the liver. Okamura concludes "thus IGIF in the serum sample was proved to be the 
same IGIF as that found in the Uver exact" (page 3969, the second paragraph of the left column). 
Therefore, it is evidenced by the Okamura reference that the two factors isolated by Nakamura 
and Okamura, respectively, are the same protein regardless their seemingly difference in 
"physical appearance". Thus, as Okamura' s factor is the same as that of the present invention, 
Nakamura' s factor would render the presently claimed protein not novel anticipate. 

With respect to applicants new argument on page 15 of the response (the last item in the 
Table) that Nakamura' s factor is incapable of inducing IFN-y production in IFN-y producing 
cells with the factor alone, but is capable of doing so in the presence of IL-2, ConA . . . (page 67), 
whereas the polypeptide of the present invention is capable of inducing IFN-y production in IFN- 
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whereas the polypeptide of the present invention is capable of inducing IFN-y production in IFN- 
y producing cells with the polypeptide alone, it is not persuasive because the result from the 
comparable experiment (to Nakamura's experiment) disclosed in the instant specification (pages 
25-26, Experiment 2-4(a)) shows that the protein induced about 2-2,000 lU IFN-y and about 2- 
200 lU IFN-y when the T-cells were respectively incubated with and without 0.02-10 pg/ml of 
ConA. The result is clear: in the absence of ConA, the amount of IFN-y production (2-200 lU) 
induced by the present protein is less significant, and comparable to that (16 ±5 lU, Table 3) 
induced by Nakamura' s factor. 

With respect to appUcants argument on page 18 of the response that Dr. Haruki Okamura 
is one of the authors of both Nakamura and Okamura references, and Dr. Okamura shows in the 
declaration filed on 12/1/05 that even as one of the authors of the Nakamura reference, he did not 
consider the "factor" to be the polypeptide of 19+5 kD in MW. This argument is not persuasive 
because it is irrelevant as to how or what Dr. Okamura considered at the time, and the 
evidentiary fact has proven that the two factors are the same. 

Conclusion: 

No claim is allowed. 
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Advisory Information: 

THIS ACTION IS MADE FINAL. AppUcant is reminded of the extension of time 
policy as set forth in 37 CFR 1. 136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within TWO 
MONTHS of the mailing date of this final action and the advisory action is not mailed until after 
the end of the THREE-MONTH shortened statutory period, then the shortened statutory period 
will expire on the date the advisory action is mailed, and any extension fee pursuant to 37 
CFR 1 .136(a) will be calculated from the mailing date of the advisory action. In no event, 
however, will the statutory period for reply expire later than SIX MONTHS from the mailing 
date of this final action. 

Any inquiry concerning this communication should be directed to Dong Jiang whose 
telephone number is 571-272-0872. The examiner can normally be reached on Monday - Friday 
from 9:30 AM to 7:00 PM. 

If attempts to reach the examiner by telephone are unsuccessfiil, the examiner's 
supervisor, Gary Nickol, can be reached on 571-272-0835. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 



Dong Jiang, Ph.D. 
Patent Examiner 
AU1646 
9/20/06 




GARY B. NICKOL, PH.D. 
SUPERVISORY PATENT EXAMINER 
TECHNaOGY CENTER 1600 



